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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address — 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )KI Responsive to communication(s) filed on 24 January 2007 . 
2a )□ This action is FINAL. 2b)^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) |EI Claim(s) 8, 12-16,32,36,37,39-41 and 49-53 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) EI Claim(s) 8. 12-16.32.36.37.39-41 and 49-53 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

20 Certified copies of the priority documents have been received in Application No. . 

3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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1) D Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. . 

3) □ Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 5 ) □ Notice of Informal Patent Application (PTO-152) 

Paper No(s)/Mail Date . 6) □ Other: . 
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Art Unit: 1618 

DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 3/17/08 
has been entered. 

The response filed 3/17/08 presents remarks and arguments to the office action 
mailed 10/18/07. Applicants' request for reconsideration of the rejection of claims in 
the last office action has been considered. 

Applicants' arguments, filed, have been fully considered but they are not deemed 
to be persuasive. Rejections and/or objections not reiterated from previous office 
actions are hereby withdrawn. The following rejections and/or objections are either 
reiterated or newly applied. They constitute the complete set presently being applied to 
the instant application. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Status of Claims 

Claims 8, 12-16 and 32, 36-37, 39-41 and 49-53 are pending in this office action. 
Claims 52-53 are newly added. 
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Claim Rejections - 35 USC § 102 are withdrawn as the ranges are narrower than 



the ranges recited in the prior art. 



New Claim Rejections - 35 USC §103 



Applicant relies on the unexpected result to overcome the claim rejection. Based on re- 



evaluation of the documents in support of unexpected result, the exhibits relied upon did 



not show unexpected result because Applicant's argument is that the concentrations 



used are different from the prior art. This is found not persuasive see for example: 
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shows the administration of 5 mg but was not 



compared to other dosage ranges, so unexpected result is not shown, infarct the 
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exhibits show ranges within the Kania claimed ranges to be effective in treating renal 

cancer, example 30 mg/Kg. 

The rejection is therefore maintained and repeated. 

This rejection is repeated as the rejection was prematurely withdrawn by the Examiner . 

Claims 8, 12-13 15-16, 32, 36-37, 39-41 and 49-53 are rejected under 35 U.S.C. 103(a) 
in the last Office Action as being unpatentable over Kania et al. WO 2001/02369, now a 
US Patent 6,531 ,491 (all of record) in view of Sweeney et al. Cancer Res. 61 3369- 
3372, 2001 further in view of Goodman and Gilman. 

Kania et al. teach methods of treating cancer and other disease states 
associated with unwanted angiogenesis and/or cellular proliferation (see abstract), 
administering a compound of formula 1 as shown below to a mammal (see col. 16, 
lines 



25*) 

(see col. 11 lines 35+)in a 

pharmaceutically acceptable salt, solvate (see col. 13, lines 19-30) as in claims 8, and 
32. The reference also teaches administering the compound orally,(see col. 21 , lines 




Application/Control Number: 10/816,242 Page 6 

Art Unit: 1618 

56), as in claim 15, 39 in a tablet or capsule, as in claims 7 and 16. The dosage 
preferred in the reference is 0.001-50 mg, thus obvious variation of claims 8, 12-13, 16, 
32, 36-37,49, 50-53 (see col. 21 , lines 30+). 

With regards to claims 40-41 , 49-53, the reference teaches courses of treatment 
repeated at appropriate intervals, thus making the claims obvious that the actual 
dosages of the agents and interval administered will vary according to the particular 
complex being used, the particular composition formulated, the mode of administration 
and the particular site, host and disease being treated (see col. 21 , lines 22+). 

Although kania et al. did not expressly teach the specific dosage ranges it is 
within the purview of the skilled artisan to optimize the therapeutic range. Based on that 
the determination of a dosage having the optimum therapeutic index is well within the 
level of the ordinary skill in the art, and the artisan would be motivated to determine the 
optimum amounts to get the maximum effect of the drug, hence the reference makes 
obvious the instant invention. 

Although the Kania et al. reference did not teach addition or combination of 
docetaxel to the compound of formula 1 in claims 17 and 32, one of ordinary skill would 
have used the teachings suggested by Goodman and Gilman and combined the above 
compound of formula 1 with docetaxel. 

Sweeney et al. teach the combination of a vascular endothelial cell growth factor 
with docetaxel (VEGF). 
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Goodman and Gilman teach that anti cancer drugs can be combined with 
antineoplastic drugs. Wherein Goodman and Gilman teach adjuvant chemotherapy (see 
page 1225 and 1230) therefore one of ordinary skill in the art would have been 
motivated to add an antineoplastic drug to the compound formula I for treatment of 
cancer. Despite such disclosure or teaching, the Kania reference teaches that he 
inventive compounds may be used advantageously in combination with other known 
therapeutic agents. For example, compounds of Formula I, II, III, or IV which possess 
antiangiogenic activity may be co-administered with cytotoxic chemotherapeutic agents, 
such as taxotere. 

One of ordinary skill in the art would have been motivated to combine the 
teachings of Kania et al with that of Sweeney et al, because in the Sweeney et al 
reference a VEGF (Applicant's compound is known as a VEGF) compound was used 
with docetaxel, therefore motivating one of ordinary skill to switch the compound of 
Sweeney et al. with that of Kania et al. and combine with docetaxel because it is well 
know in the art of cancer that adjuvant therapy are used to give synergistic effect to the 
cell proliferation. 

Thus, the claimed invention was prima facia obvious to make and use at the time it was 
made. 



Maintained Double Patenting 
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Claims 8, 12-13 15-16, 32, 36-37, 39-41 and 49-53 are rejected under the 
judicially created doctrine of obviousness-type double patenting as being unpatentable 
overclaim 1 - 11 of U.S. Patent 7141581. Although the conflicting claims are not 
identical, they are not patentably distinct from each other. The reasons are as follows: 

Both applications recite using the same compositions and/or derivatives thereof. 
See instant application claims 8, 12-13 15-16, 32, 36-37, 39-41 and 49-53 and 
copending application claims 1-11. The compositions recited in the claims are 
obvious of each other for the treatment of various types of cancers. 

Using the patent specification as a dictionary, it teaches the compound claimed 

can be administered in a dosage range from 0.001- 50 mg/kg. Based on that the 

determination of a dosage having the optimum therapeutic index is well within the level 

of the ordinary skill in the art, and the artisan would be motivated to determine the 

optimum amounts to get the maximum effect of the drug, hence the reference makes 

obvious the instant invention. 

In view of the foregoing, the copending application claims and the current 
application claims are obvious variations. 

Applicant argues that the patented claims are to a method of treatment with 
various compounds and without any specific dosing range. 

This is found unpersuasive. The claims recite a range, and one of ordinary skill 

in the art would have been motivated to optimize the dosage and administer an optimal 

dosage to the patient in need thereof. The specification of the patent, when used as a 

dictionary, (see col. 25, lines 24-30) teaches an amount of a given agent that 

corresponds the dosage range claimed in the instant application. The amount will vary 

depending upon factors such as the particular compound, disease condition and its 
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severity, the patient's age and weight of the mammal in need of treatment, but can 
nevertheless be routinely determined by one skilled in the in the art. 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SHIRLEY V. GEMBEH whose telephone number is 
(571)272-8504. The examiner can normally be reached on 8:30 -5:00, Monday- Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, MICHAEL HARTLEY can be reached on 571-272-0616. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Michael G. Hartley/ 

Supervisory Patent Examiner, Art Unit 1618 

SVG 
5/29/08 



